A Síndrome nefrite túbulo intersticial e uveíte é uma síndrome rara e provavelmente sub-diagnosticado na prática clinica. É caracterizada pela ocorrência de nefrite intersticial e de uveíte, sendo um diagnóstico de exclusão. Granulomas não caseosos nos vários tecidos são raros, estando descritos apenas seis casos de granulomas não caseosos na medula óssea. Apresentamos um caso de uma mulher de 55 anos, com quadro de três meses de evolução de astenia e emagrecimento. Laboratorialmente apresentava anemia e insuficiência renal. A biopsia renal revelou nefrite intersticial e a biópsia da medula óssea mostrou granulomas não caseosos. Um mês depois surgiu uveíte anterior do olho esquerdo. A exclusão de todas as possíveis etiologias permitiu o diagnóstico final de Síndrome nefrite túbulo intersticial e uveíte com granulomas não caseosos na medula óssea. Considerando que as manifestações oculares e renais podem não ocorrer simultaneamente, a Síndrome nefrite túbulo intersticial e uveíte deve ser sistematicamente equacionada em doentes com nefrite intersticial e/ou uveíte, podendo os granulomas fazer parte desta rara patologia. Palavras-chave: Granuloma; Medula Óssea; Nefrite Intersticial; Uveíte.
INTRODUCTION
The TINU (Tubulointerstitial Nephritis and Uveitis) Syndrome was described in 1975 1 and approximately 200 cases have since been reported worldwide. 2 It is an exclusion diagnosis, probably under-diagnosed in clinical practice, characterized by the combination of an interstitial nephritis (IN) and uveitis, which may not occur simultaneously. The uveitis is generally anterior, bilateral and in 65% of the cases arising after the IN. 3 Non caseating granulomas (NCG) were found in 13% of the renal biopsies, but granulomas in bone marrow (BM) had only be described in 6 cases.
1 Patients may present fever, weight loss, anorexia, asthenia, abdominal pain or flank pain, arthralgia and myalgia. Laboratory features include anaemia, increased erythrocyte sedimentation rate (ESR), Fraga M, et 
renal failure (RF) and mild proteinuria. 3, 4 The IN has usually a good prognosis, can remit either spontaneously or with corticoid therapy. The uveitis also responds favorably to steroids (local or systemic), but recurrence or chronicity may occur. 3, 5 In cases that were not responsive to steroids immunomodulatory agents including methotrexate, cyclosporine, azathioprine and mycophenolate mofetil have been used successfully. 6 We describe a case of TINU Syndrome with NCG at the BM.
CLINICAL CASE
A 55 year-old female, hypertensive and diabetic, was admitted in Emergency Service with a 3-month history of asthenia, anorexia, 12 Kg weight loss and oliguria in the 15 days before. She denied fever or ingestion of drugs, namely NSAIDS. There was a marked anemia (hemoglobin 7.6 g/dl, VGM 78 fl), RF (creatinine 3.8 mg/dl, urea 108 mg/dl), ESR 83 mm and C reactive protein 7.8 mg/dl; Urinalysis showed proteinuria and leucocyturia and 24 hours urine protein excretion was 1285 mg. The patient had normal laboratory assessment prior to the beginning of complaints. Renal ultrasonography showed kidneys of dimensions in the upper limit of normal. Blood and urine cultures, including those for tuberculosis were negative, as well as IGRA test; Serological tests for Hepatitis, VIH, CMV, EBV and Herpes simplex, Syphilis, Brucella and Toxoplasma gondii and autoimmune markers (ANA,ENA, ANCA, anti-ds-DNA antibody and rheumatoid factor) were negative. Immunoglobulins and complement factors were normal. Chest X-ray was normal and chest, abdominal and pelvic CT showed only multiple adenopathies along carotid, jugular, spinal chains and in jaw topography, some at the upper limit of normal. The BM biopsy revealed a normocellular marrow with two non necrotizing epithelioid granulomas (Fig. 1) . Renal histology was consistent with tubulointerstitial nephritis with inflammatory infiltrate comprised by lymphocytes, plasmocytes and neutrophils (Fig. 2) . Red blood cells transfusion and hydration were done, and the patient was discharged with hemoglobin 9.4 g/dl and creatinine 1.7 mg/dl. Three months later the patient still had asthenia and anorexia and anterior uveitis of the left eye appeared and laboratory evaluation showed hemoglobin 10.7 g/dl, creatinine 1.96 mg/dl and ESR 89 mm. The presence of IN, uveitis and NCG in BM justified bronchoscopy. Bronchoalveolar lavage was normal, postbronchoscopy expectorated sputum was negative for viral, bacterial and Mycobaterium Tuberculosis studies and lung biopsy was normal. The 24 hours calciuria and angiotensinconverting enzyme were normal as well as Gallium scintigraphy. The exclusion of different possible etiologies from this clinical picture led to the diagnosis of TINU syndrome with a rare form of bone marrow involvement, 
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associated to severe anemia. Oral prednisolone (0.8 mg/ kg/day) was initiated and tapered to zero over 6 months, with normalization of renal function, hemoglobin and ESR. Five months later she had relapse of uveitis of left eye, with resolution with topical steroid. Currently, 2 years after the diagnosis of TINU syndrome, the patient remains asymptomatic without steroid therapy, with creatinine of 0,85 mg/dl, hemoglobin of 12.5 g/dl and ESR of 14 mm.
DISCUSSION
TINU syndrome is a very rare condition, probably underdiagnosed in clinical practice and is an exclusion diagnosis. The present case was characterized by the association of IN, uveitis and NCG in the BM, which represent an extremely rare event. An extensive exclusion of all possible alternatives causes allowed a final diagnosis of TINU syndrome with NCG in BM. It is important to remember that ocular and renal manifestations may not occur simultaneously, as occurred in our patient, leading to a particularly difficult establishment of a diagnosis in these cases. On the other hand mild renal disease sometimes does not become symptomatic and diagnostic tests regarding renal involvement are not performed at the time of presentation of uveitis. 7, 8 This could be the basis for this disease being underdiagnosed in clinical practice.
The pathogenesis of this syndrome is not yet clear although possible association to drug exposure (like NSAIDS and antibiotics), infections and autoimmune diseases has been suggested. 3, 9 It is thought that autoimmune mechanisms involving T-cell mediated hypersensitivity could play a large role in this disorder. 10 Some studies have described that helper/inducer T cells subset predominates in the renal interstitial infiltration in TINU, hypothesizing that this CD4+ T cells cellular-immune response mediated could lead to the formation of granuloma. [10] [11] [12] More recently, a high prevalence of modified C-reactive protein (mCRP) was identified in renal and ocular tissues in patients with TINU syndrome, along with autoantibodies against mCRP. 13 This study suggests that mCRP may be one of the common target autoantigens in renal and ocular tissues for patients with TINU syndrome, although further studies are needed to prove that mCRP autoantibodies are pathogenic in this disease. 13 In Conclusion, as ocular and renal manifestations may not occur simultaneously, TINU Syndrome should be systematically considered in cases of NI and/or uveitis, and tissue granulomas can be part of this rare syndrome.
